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JUL 30 ' USCENE now available on STN 

AUO 06 CAS REGISTRY enhanced with new experimental property tags 
AUG 06 BEILSTBIN updated with new compounds 
Al» 06 FSTA enhanced with new thesaurus edition 
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ANSWER 1 OF II CAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMEirr NUMBER; 
TITLE : 



PATENT ASSIGNEE (8); 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNTS 
PATENT INFORMATION: 

PATENT NO. 

HO 3005082887 



200!>:979639 CAPLUS 
143 ; 2B6443 

Preparation of pyrimidine derivatives as 5-HT3 
receptor antagonists having agonistic activity on 
S-HTIA 

Sato, Michitaka; Matsui, Teruaki; Asagarasu, AJcirar 

Hayaahi, Kiroyu)cij Araki, Seiichi; Tamaoki, Satoru; 

Takahashi, Nobuyuki; Yaniauchi, Yukinao; Yamamoto, 

Yoshiko; Yamamoto, Norio/ Ogawa, Chisato 

Teikoku Hormone Mfg. Co., Ltd., Japan 

PCT int. Appl., 261 pp. 

CODEN: PIXXD2 

Patent 

Japanese 



KIND 



DATE 



Al 20050909 

AL, AM. AT, AU, AZ, DA. 

CO. CR, CU. CZ, DE. DK, DM, 

GH, GM, HR, HU. ID. XL. IN, 

LR. LS, LT, LU, LV, MA, MD, 

NZ, OM, PC, PH, PL, PT, RO, 

TJ, TM, TN, TR, TT, TZ, UA. 

GH, OM, KB, LS, MM, MZ, NA, 

BY, KG. KZ, MD, RU, TJ. TM, 



APPLICATION NO. 

WO 200b-JP3691 
L. BB, BG, BR, BW, 
I, 02, EC, EE, 
I, IS. JP, KE, 
I, MO, MX, HN, 



OS, UZ, 
SL. SZ, 
BE. BG. 



ES, FI, GB, GD, 

KP, KR. K2. LC. 

MX, MZ, NA, NI, 

SG, SK, 6L, SH, 

VN, YU, ZA, ZM, ZW 



BE, Bfl, FI, 
RO, SE, SI, 
MR. NB, SN, 

AU 2005217320 

CA 25S7S41 

EP 1724267 



FR, GB, OR. HU, IB, IS, IT, 
SK, TR, OF, BJ. CF, CO, CI, 
TD, TO 

Al 200S0909 

Al 20D50909 

Al 20061122 



R: AT, BE, BG. CH, CY, CZ, DB, 

IS, IT, LI, LT. LU, MC. NL, 

CN 1923171 A 20070238 

US 2007197SS1 Al 20070823 
PRIORITY APPLN. INFO. ! 



OTHER SOURCE (S) : 



AU 2005-317330 
CA 3005-3557541 
BP 3005-719969 
DK, EE. ES, FI, FR, 
PL, PT, RO, SB, SI, 
CN 3005-80005603 
US 2006-B90707 
JP 20D4-B2040 
JP 2004-322858 
NO 3005-JP3691 



20050225 • 
20050335 < 
300S033S 
R, HU, IB, 



30060326 
20060825 
20040226 
20041105 
30080328 



A, 



-|cH2j-CH- 



HARPAT 143:286443 



/ \ 



Title corapds. Z (ring A ■ carbocyolic group, etc.; Xi - H, amino, etc.i X3 
» H, alkylf Y ■ bond, etc.f n ■ 0-4 > Ar ■ optionally substituted il with 
halo, etc.; Z ■ 0, etc.; B ■ moiety required for completing mono-, 
ploy- heterocyclic ring containing N together with N-C-Z; dotted line indicates 
single, double bond] were prepared For example, treatment of potaaoium 
3-amino-S, 6-dimethyl-4-oxo-3,4 -dihydrothieno(3, 3-dl pyrimidino-3- thiol ate 
with 2- {4- (3-chloropropyl )piperazin-l-yl)qulnoline, e.g.. prepared from 
piperazine in 3 steps, afforded 3 -amino-S, 6-dimothyl-3- [3- (4-quinolln-3- 
ylpiperazin-l-yDpropylthio] •3H-thieno(2,3-d]pyrlmidin-4-ono (III) in 60% 
yield. In 6-HT3 receptor affinity assay (in vitro), compound III exhibited 
the antagonistic activity of 04% at io-7 M. Compds. I are claimed useful 
for the treatment of anxiety, depression, etc. Formulation Is given. 
a64385<05-7P 864aft5>12-6P 864385-49-9P 
864385-51-3P 86438&-5S-0P 86438E-61-SP 
864305-71-7P S64385-72-BP 

RL: PAC (Pharmacological activity)/ RCT (Reactaiit) r SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study)/ PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of pyrimidine derivs. as 5-HT3 receptor antagonist* having 
agonistic activity on S'HTlA for treatment Of anxiety, depression, 
etc. ) 

864385-05-7 CAPLUS 

Pyrldo[4 '.3' :4,5Ithieno(2,3>d]pyrimidine-7(4H)>carboxylic acid. 
3-amino-3,5,6.8-tetrahydro-4-oxo-2- [ [3- [4- (2-quinolinyl) -1- 



<t2/04/2D07> 



Erich Leese 



<12/0«/2007> 



Erich Leese 



10/B13699 

piperazinyl I propyl) thiol 1 , 1-dimethylethyl ester (CA INDEX HM(E) 



H- (C..2 ) 3 - S-ri^ '^iT^ r 



, — \^ 



KN 8643aS-12-€ CAPLUS 

CN I»yrldol4',3':4,5lthlenoI2.3-<l]pyrimldlne-7{4H)-carboxylic acid, 

3<aniino-2- ( 13- (4- (2-benKothiazolyl)-l-piperazinyl]propylUhio] -3.5.6, «• 
tecrahydro-4-oxo*, 1, 1-dimethylethyI ester (CA INDEX NAME) 



II 

C-OBu-t 



RN 864 3 65-4 9- 9 CAPLUS 

CN 7-(>uina2olinecarboxylic acid, 3-amino-3,4-dlhydro-4-oxo-2- [ (3- [4- (2- 
quinollnyl)-l-piperazlnyl]propyl]thio]- (CA INDEX NAME}' 



RN 864)aS-Sl-3 CAPLUS 

CN Pyrido(4 ' ,3' :4 . 5) thieno (2 , 3 -d J pyr imidin-4 (3H) -one. S-anino-S, 6. 7, 8- 
cetrahydro-2- ( [3- (4- t2-quinolinyl) -lipiperailnyll propyl) thiol -. 
tri hydrochloride (9CI) (CA INDBX NAME) 



RN 864385-58-0 CAPLUS 

CN Thieno[3,3-dlpyrinidine-6-carboxylic acid. l,4-dihydro-S-iMChyl-4-oxo-a- 
[(3-{4-(2-pyridinyl}-l-plperaslnyl]propyl)thiol-, ethyl eater (CA INDEX 



im BC438S-61-5 CAPLUS 

CN Thieno I2, 3-d] pyrimldlnc-e-carboxylic acid. 1. 4 >di hydro- 5 -methyl -4 -0x0-2 • 
{ [3- C4- (2-quinollnyl) -l-piperaKinyDpropyUthio] ethyl ester I CA INDEX 



N^^Ss^^C-OEt 



RN 864385-71-7 CAPLUS 

CN Thleno[3, 3-d]pyrinidine-6-carboxylic acid, l,4-dihydro-S-awthyl-4>oxo-3- 
II3-l4-(2-qulnolinyl)-l-piperazinyl)propyl)thio1- (CA INDEX NAME) 



RN 864385-73-8 CAPLUS 



Thieno|2,3-dlpyrimidine-6-carboxylie acid. l,4-dlhydro-S-i»ethyl-4-oxo-2- 
[(3-l4-<3-pyridlnyl)-l-piperazinyl)propyl]thio]- (CA INDEX NAME) 




e643B4-93-0P 664384-94-1? a64384-9S-2P 

864384-96-3? 864384-97-4P U64384-98-SP 

864384- 99-6? 864385-00-2? 86438S-01-3P 

864385- 02-4? 864385-03-SP B64385-04-6P . 
864385-06-8P 8643e5-07-9P 864385-08-0? 
8643B5-09-1P 864385-10-4? 864385-11-5P 
864385-13-7? 864385-14-8? 864385-15-9? 
864385-16-OP a643e$-17.1P 864385-21-7P 
fl«4385-33-ap 8«43iS>23-»P 864386-24-OP 
a6438S-25-lP 864385-26-2? 86438S-27-3P 
B64385-26-4P 86438S-30-eP 8643 85-3 1- 9P 
864385-32-OP B643e5-33-lP e64385-34-2P 
864385-35-3? 864385-36-4? 864385-37-5P 
864385-38-6? 864385-39-7? 864385-40-OP 
864385-41-lP 86438S-42-2P 864385-43-3P 
e64385-44-4P 8643IS-45-5P 864385-46-6P 
864385-47-7P B6438S-4B-BP 864385-50-3P 
864385-52-4P e643eS-S3-5P 864385-54-6? 
864385-55-7P 864385-56-8? 864385-57-9? 
B643B5-59-1P e6438S-60-4P e64385>62-6P 
864385-63-7P 864385-64-6? 864385-65-9? 
864385-66-OP 664365-67-1? E64385-e8-2P 
864385-69-3? e6438S-70-6P 664385-73-9? 

864385- 74-OP 664365-75-1? e64385-76-2P 
864366-65-2P 864366-66-3? 864386-67-4P 

864386- 68-5? 864386-69-6P 864386-70-9? 

864386- 71-0? a64386-72-lP B643B6-73-3P 
8643B6-74-3P 8643B6-7S-4P 864387-02-0? 

864387- 03-1? 864387-04-2? B643B7-05-3P 

RL; PAC (Pharmacological activity); SPN (Synthetic preparation); THU 

(Thcrapeucic use); BIOl, (Biological scudy) ; PRE? (Preparation); USES 
(Uoes) 

(preparation of pyrimidine derivg. as S-HT3 receptor antagonista h< 

agonistic activity on S-HTiA for treatment of anxiety, depreosion, 
etc.) • 

864384-93-0 CAPLUS 

Thlonol2,3-d)pyrimidin-4 (3H) -one. 3-amino-5, 6-dlmethyl-2- [ (3- [4- (a- 
qulnolinyl)-l-plperazinyl]propylUhio]- (CA INDEX NAME) 




«2N Y ,te 



<I2/O4/3007> 



Erich Leese 



RN 8 64384-94-1 CAPLUS 

CN Thieno [2, 3-d) pyr iinidin-4 (3H) -one, 3-ainino-S. 6-dimethyl-2- ( [3- (4- (3• 
py^idinyl> -l-plperazlnyl) propyl} thio) - {Ck INDEX NAME) 



y «, 



RN 864384-95-2 CAPLUS 

CN (l]Benzothieno|2,3-d]pyriinldin-4 (3H)-ono. 3-amino-S,6.7,8-tetrahydro-2- 1(3- 
(4- (3-pyrldinyl)-l-piperazinyl1prcpyl)thio]- (CA INDEX NAME) 



RN 8643 84-96-3 CAPLUS 

CN (I] Bensothieno (2, 3-d]pyrlmidin-4 (3H) -one, 3-amiiio-S, 6. 7, 8-tetrahydro-3- ( (3- 
(4- (2-quinolinyl) -l-piperazinyl)propyllthiol- '(CA INDEX NAME) 




RN B643B4-97-4 CAPLUS 

CN Thieno (2, 3 -d] pyr imidin-4 (3H) -one, 3-amino-5, 6-dimethyl-3- I (3- (4- 
pyrrolo [l, 3-a)quinoxalin-4-yl-l>plpcrazinyl) propyl] thio) - (CA INDEX NAME) 



<13/04/3007> 



10/513699 




RN S643B4-9a-S CAPLUS 

CN Thieno(2i 3-d] pyriinidin-4 (3H> -one, 3-«iiiino-2- I (3- (4- <2-benzothia*olyl) - 1- 
■piperazinyl] propyl ) chlo] -S.6-diinethyl- (CA INDEX NAME) 




RN 8643S4-99-e CAPLUS 

CN Thi«nol3, 2-dJpyrimidin-4 (3H)-one, 3-a(nino-2- ( 13- [4- (2-quinolinyl) • 1- 
piperazinyll propyl I thiol • <CA INDEX NAME) 



0 



RN 864 3 as •00- 2 CAPLUS 

CN 4 (3H) -Quinazolinone. 3-amino-2- [ (3- [4- (2-qulnolinyl) -1- 
piperazinyllpropyllthlo]- (CA INDEX HAKE) 




RN 864385-01-3 CAPLUS 

CN Thieno [2 , 3 -d! pyrimidin-4 (3H> -one, 3-amino-S, «-dlmethyl-2- ( 14 - (4- (2- 
quinolinyl) -l-piperazinyll-l-butenyllthio] - (9CI} (CA INDEX KAHE) 




RN 864385-02-4 CAPLUS 

CN 7-Quinazolinecarboxylic acid, 3-amino-3,4-dihydro-4-oxo-3- ( (3- (4- {2- 
qulnolinyl) -1-piperazinyl] propyl) thio] ., ethyl eater (CA INDEX NAME) 




RN B643eS-03-5 CAPLUS 

CN '• Thieno[2.3-d)pyriniidln-4<3H>-one, 3<amino-5, 6-diniethyl-2- ( (3 - l4< (6- 
phenanthridlnylt-l-piperazinyl) propyl! thiol- (CA INDEX NAME) 




RN 864 3 as -04 -6 CAPLUS 

CN Ci]aenzothieno[2, 3-d]pyrimidine-4 .7-dione, 3-amino-3, 6,<. 8•tecrBhydro-2- 
( [3* C4>(2-quinolinyl) -l-piperaxinyllpropyljthlol - (CA INDEX NAME) 




RN a643B&'06-a CAPLUS 

CN Thleno[2,3-d]pyrlinldln«-6-cBrboxylic acid, 3-ainino-3,4-dihydro-5-methyl-4- 
oxo-2- [|3- [4- (2-quinolinyl} -i-plperazlnyl]propyl)Chla] ethyl eater (CA 
INDEX NAME) 



<12/04/2007» Erich Leese , <13/04/2007> 



RN 864385-07-9 CAPLUS 

CN {l)Benzothieno(2, 3-d)pyrimidin-4 (311) -one, 3-a(nino-2- [(3- [4- (2- 

benzothlazolyl) -l-piperazinyl)propyl)thio] -S, 6,7, e-tetrahydro- (CA INDEX 



^HH2 



RN 864385-08-0 CAPLUS 

CN 4 OH) -Quinazolinone, 3-a(nino-7-nitro-2- [ (3- [4- (2-quinolinyl) - 1- 
piperazinyl] propyl] thio] - (CA INDEX NAME) 



RN 864305-09-1 CAPLUS 

CN 4 (3H) -Quinazolinone. 3 -«mino-2- [ (3 - (4- {2-benzothiazolyl) -l- 
piperazinyl]propyl)thiol-7-nitro- (CA INDEX NAME) 

°2Hs. ^^iTN. ^Hs. ' 1 S 



Erich Leese 



RN a643aS-10-4 CAPLUS 

CN (l]Benzochieno[2,3-d)pyrimidine-4, 7-dlono, 3-anino-2- ( {3- (4- (2- 

benzothiazolyl) - l-piperazinyl) propyl ) thiol -3 , S, 6, e-tetrahydro- (CA INDEX 



RN 864385-11-5 CAPLUS 

CN pyrldol2,3-d}pyriaiidin-4 (3H} -one, 3-afflino-2- ( I3> (4> <3-quinolinyl ) 
plperazinyl ) propyl Ithio) • (CA INDEX NAME) 



^ N. 

N— (CHa)3-s— 1^ ^rf ^ 



RN 864385-13-7 CAPLUS 

CN Pyrido[3,3>d]pyriniidin-4<3)n>one, 3>Bmlno>2< [(3- [4- <a»qulnolinyl)-l- 
plperazinyllpropylUhio] - (CA INDEX tlAME) 



I^^N— (CHa)3-S— 



RN 8643 85-14-8 CAPLUS 

CN PyridoC2. 3-d]pyrimidin-4 {3H) -one, 3-Bmino-2- 1 {3- (4- (2-benBQChlaxolyl) •l* 
piperazlnyl) propyl] thiol- (CA INDEX name) 



<13/04/2007> 



10/513699 



10/513699 




RN 864 3 95- IS- 9 CAPLUS 

CN PyridoU, 2'd1 pyriinidin-4 (3H} -one, 3-amino-2' C [3- {4- (2-benzothlBsolyl) -1- 
pip«razinyl I propyl I thiol - (CA INDEX name) 




RN 864385-16-0 CAPLU3 

CN Cycloocta (4 , &) thieno(2, 3 -d} pyrifaidin-4 <3H) -one, 3 -amino* 5, 6, 7, B, 9. 10- 

tiaxahydro-2- t {3- (4- (2-quinolinyl) • 1-piperazinyl] propyl) thio] - (CA INDEX 
NAME) 




RN a64 3BS-17-l CAPLUS 

CN cyclooctii(4. 5lthienol2,3-dlpyrimidin-4{3H)-one, 3-ai»lno-2- tl3- 14- (2- 

bcnzoLhiazolyl >-l-piperazinvl) propyl Ithio) -5, 6, 7.8,9. lO-hexahydro- (CA 
INDEX NAME) 




<l2/04/2D07> Erich Leeae 



RN 8643 SS -2 1-7 CAPLUS 

CM (ilSenzot;hieno{2,3-d)pyriinidin-4 OH) -one. s-amino-S, 6,l.a*tetrohydro-6- 
tBethyl-3-(0-(4-(3-qulnolinyl)-l-piperazinyl]propyl)thlol* (CA index 

NAME) 




RN 864385-23-a CAPLUS 

CN [i]Benzochieno(2,3-dlpyriiiiidin-4 <3Hl -ono, 3-amino-5,6,7.8otecrahydro-6- 
iiiethyl-2- ( [3- (4- t2-quinoHnyl) -l-piperazinyl|propyl|chio] • (CA INDEX 




RN 864385-23-9 CAPLUS 

CN ll] Bcnzochieno (2, 3-d]pyritnidin-4 (3H) -one. s-amino-s, 6, 7, B-cctrohydro-7- 
methyl-2- ((3- (4 - (2-(iulnollnyl ) -l-piperazinyl ] propyl 1 thiol - (CA INDEX 




RN B6438S>24>0 CAPLUS 

CN ThienoI3.3-d]pyriiiildin-4 (3H)'one, 3-amlno<6.«-diiiiethyl-2- ( 19- (4- (4-nathyl- 
2-quinolinyl)-l-piperasinyll propyl] thiol" tCA INDEX NAME) 



<12/04/2007> Erich Leoflo 



RN S«4 3aS-2B-l CAPLUS 

CN (1) Benzothieno(3. 3*'dIpyrimidin-4 Oil) -one. 3-aniino-S, 6, 7. 8-t«trahydro-2- 1 (3- 
[4- {4-i»ethyl-2-quinolinyl) -l-piperiieinyl)propyl]thio)- (CA INDEX NAME) 



S- (CH2)3 M. 



T 




RN a643B5>36-2 CAPLUS 

CN (i]Benzo(.hieno[2.3*dlpyrinidine-4, 7-dione. 3-amino-3. 5, 6, s-tetrahydro-3- 
( |3- 14- (4-ineuhyl-2-qulnolinyI) -1-piperazinylIpropyXltbioJ- (CA INDEX 
NAME) 




RN 864385-27-3 CAPLUS 

CN Thiono(a,3-d)pyrimidin-4 (3H)-one, j-amino-S, 6-dimethyl-2- ( [3- (4- (5,6,7.8- 
tecrahydro-2-quinolinyl) -l-piperazinyl)propylJchio] - (CA INDEX NAME) 



Erich Leese 



10/513699 

RN 864385-28-4 CAPLUS 

CN tl)Benzothicnol2.3-d)pyriiaidln-4 (3H) -one. 3-amino-6,«.7, e-tetroh>'dro-2- |(3 
[4- (5. 6, 7, 8-tetrahydro-2-qulnolinyl) -l-piperasinyllpropyl] thiol - (CA 
INDEX NAME) 



r-00 

f^^'V' >tf ^a-(CH2>3— Ns^ " 



RN 864385-30-8 CAPLUS 

CH Thieno{3.3-d)pyrimidin-4 (3H) -one, 3-anlno-2- I [3- C4- (7-mothoxy-l- 

iaoquinollnyl) -l-pipcrazinyl)propyl]thio)-S.6>dimethyI> (CA INDEX NAME) 



N (CHa) 



H2M^ y -Me 



RN 864385-31-9 CAPLUS 

CH [l]Benzothieno[2,3-d)pyrimldin-4<3H) -one. 3-amino-5.6.7.8-tetrahydro-2- 1(3 
[4- (7-methOKy-l-i8aquinolinyl) -l-piperazinyllpropyllchlo) • (CA INDEX 



n 



RN a64385-32-0 CAPLUS 

CN Pyrldota>3<dlpyrliDidlii>4(3H)-one, 3>atiilno-a- I (3- E4< (7>inathoxy-l- 
isoqulnollnyl) -l-piperazinyl)propyl}thiol- (CA INDEX NAME) 



<12/D4/2007> 



RN 864385-33-1 CAPLUS 

CN pyrido[3, 2-d)pyrimidin-« (3H> -one, 3«araino-2- [ 13- [4- (7-methoxy l - 
isoquinoUnyD-l-piperazinyllpropylUhio]- <CA INDEX NAME) 




B643SS-34-2 CAPLUS 

Thieno{3,3-d)pyriinidln-4 (3H) -one, 3-araino-2- 1(3- t4- {7-methoxy- 3 -methyl -1- 
isoquinoUnyl)>i'piperazlnyl]propyi)thio]-S,6-diR«thyl- (CA INDSX NAME) 



■ (CH2)3-S— 1^ 
H2M' 



B64385-35-3 CAPLUS 

111 DenzoLhieno ta. 3-dlpyrimldin-4 OH) -one, 3-amlno-S, 6, 7, «-tetrahydro-2- 1 13- 
J4- (7.methoxy-3-methyl-l-iooquinolinyl>-l-piperazlnyl] propyl] thiol- (CA 
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{4- (6-methoxy-l-isoquinolinyl) -l-piperazinyllpropyl] thiol - (CA INDEX 
NAME) 



Erich Leese 



S- (CH2 

'NH2 



>3 — "0 



RN 864385-42-2 CAPLUS 

CN 4 (3H) -Quinazolinone, 3 -amino- 5. 6, 7. B-tetr«hydro«a- I [3- C4- (2>quinolinyl) • !• 
plperazinyl) propyl] thiol - (CA INDEX NAME) 



oacT' 



RN 864385-43-3 CAPLUS 

CN 4 Oil) -Quinazolinone. 3-amino-&,«,7.8-tetrahydro-3- [ [3- [4- (4<mothyl-3- 
quinolinyl) •l>plperazinyl]propyl] thiol- (CA INDEX NAME) 




RN 864385-44-4 CAPLUS 

CN Thieno[2,3-dlpyriniidin'-4 (3H) -one. 3-amino-2- ( [3- (4- (3-chloro-l- 

IsoquinolinyD-l-piperazinyl) propyl] thiol -5, 6-dimflthyl- (CA INDEX i 
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before testing. Nomifcnaine, quinpirolc at all doses and pd 128907 at the 
highest dose decreased immobility time in PST. PD 168077 and CP 226269 
had no effect on Che model. To further clarify what type of dopamine 
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A multiconformational method for analysing the biol. activity of compds. 
is proposed that combines conformer search algorithms and a 3D-0SAR 
receptor modeling procedure. The method allows one to find high-activity 
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exptl. biol. activities (picsot) is demonstrated by the example of 
agonists of the S-HTIA receptor. 
185202-63-S 18S202-7a-2 185203-17-2 
18S2D3-19-4 



Erich Leese 



10/513699 

RL; PAC (Pharmacological activity); BIOL (Biological study) 

(multiconformational method for analysing the biol. activity of mol . 
structurea) 
RN 189202-63-5 CAPLUS 

CN Thicno(a, 3-d] pyrimidln-4 (IH) -one, S, 6-dimethyl-2- I t3- 14- {3-pyrlmidinyl} •l• 
pipera^inyl] propyl] thiol • (901) (CA INDEX NAME) 



RN 185202-78- 2 CAPLUS 

CN U]Benzothieno[2,3-d)pyrlfflidln-4(lH)-one, 5,6,7.8-tetrahydro-3-((3- 14- (2- 
pyrimidinyl)-l-piperasinyl I propyl] thiol- (901) (CA INDEX NAME) 



3— 



RN 185203-17-2 CAPLUS 

CD Thienol2.3-d)pyrimidin-4 (3H) -one. 3 , 5, 6-trinethyl-2- [ |3- 14- (2-pyrimidlnyl} - 
l-piperazinyl]propyl)thio] - (SCI) (CA INDEX NAME) 



RN 185203-19-4 CAPLUS 

CN Thieno(2,3-d]pyrimidin-4 (3H) -one. 3-amino-S, 6-dimethyl-2- I [3- (4- (2- 
pyrimidinyl>-l-piperazinyl] propyl] thiol- (SCI) (CA INDEX NAME) 
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2002:755251 CAPLUS 
137:268478 

2- {3- I4» (2-Tert-butyl-6-crif luoromechyi-4-pyrimiclinyl)- 
l - pi peraz i ny 1 ] propyl t h i o } - 4 • pyr im i di nol f uma rate 
Hoger, Thomas; starck, Dorothea; Trelber, Hans-Jorg; 
schaefer, Bernd; Koscr. Stefan; Thyea. Marco; Blank, 
Stefan ) 
Abbott Laboratories. aemiBny 

U.S. Pat. Appl. Publ., 4 pp., Cont.-in-part of U.S. 

Appl. 2001 20,022. 

CODEN; USXXCO 

Patent 

English 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



US 2002143119 
US 6486162 
DE 1973S410 
HO 9909015 

H: AL. AU, BO, 
LT, LV, MX, 



Al 20021003 US 2002-39974 

B2 20021126 

Al 1999021B DE 1997-1973 5410 
Al 19990225 HO 199B--Ep'si7S 

BR. BY. CA, CN. CZ, OB, HR, HU. ID. 

NO, NZ. PL, RO, RU, 80, SI, SK, TR, 



2002010S < 

19970814 < 
19980814 < 
JP, KK, XZ, 
US, AN. AZ, 



KO, MD, TJ. TM 

AT, BE, Cn, CY, DE, DX, US, FI , FR, GB, OR, IB, IT, LU, MC, NL, 



US 20D0-4SS460 

DB 1997-19735410 

HO 199a'EP5178 

US 2000-485460 



20000210 
A 19970814 
H 19980814 
A2 20000210 



The fwmaric acid salt of 2- {3 - [4- {2-tert-butyl-6-trif luoromethyl-4- 

pyrimidinyl) - l-piperazinyl ] propylthio) -4-pyrimidinol (I) io useful for 
treating disorders which respond to dopomine D3 Uganda. It has higher 
stability at low pH and ia therefore particularly suitable for oral 
pharmaceutical cotnpns. I was prepared in a series of steps starting by the 
reaction of 2 , 2 -dimethylpropionamidine-HCl with Et tr i f luoroacetate in the 
presence of sodium mettioxide in EtOH followed by subsequent treatments. I 
had unique advantages in stability over other acid addition salts. 
220519-06-2P 

RL: RCT (ReactQnt); SPN .< Synthetic preparation}/ PREP (Preparation); RACT 

(Reactant or reagent) 

(preparation of pyrimidinyl (piperazinyl) propylthiopyrlmidlnol fumarate for 

phnrmaceuticaXs) 
220519-06-2 CAPLUS 

4 (IHl -Pyrimidinone, 2- (13- (4- (2- (l, l-dimethylethyl) -6- (trif luoromethyl) -4- 
pyrimidinyU-l-piperasinyllpropyl) thiol- (9Cli <CA INDEX NAME) 



220519-07-3P 

RL: SPN (Synthetic preparation)/ THU (Therapeutic use)/ BIOL (Biological 
study)/ PREP (Preparation); USES (Uses) 

(preparation of pyrimidinyl (piperazinyl) propylthiopyrinidinol fumarate for 

pha rniBceut i ca la ) 
220519-07-3 CAPLUS 

4 (IH) -Pyrimidinone, 2- [ (3- [4-12- (1, l-dimethylethyl) -6- (tritluoromethyl) -4- 
pyrimldinyl] -l-piperazinyl1propyl]thio] -, (2B) -2-butenedtoBte (Itl) (9CX> 
(CA INDEX NAME) 



' J 



Double bond geometry as shown. 



463331-19-3 

RL: THU (Therapeutic uset ; DIOL (Biological study); USES (Uses) 

(preparation of pyrimidinyl (piperazinyl) propyl thiopyrimidinol fumarate for 
pha rmaceut lea I b ) 

463331-19-3 CAPLUS 

4 (IH) -Pyrimidinone. 2- [ [3- [4- [2- (l. l-dimethylethyl) -6- (trifluoromethyl) -4- 
pyrimidinyl] -l-piperazinyllpropyl] thiol-, hydrate (9CT> (CA INDEX NAME) 



Erich Leese 



^ >^3- (CH2)3 



RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclBseified) / THU (Therapeutic use); BIOL (Biological study)/ USES 
(Uses) 

(use of dopamine-D3 receptor ligands for treatment of diseaaea ot 
central nervous syatem) 
364079-69-6 CAPLUS 

4(111) -Pyrimidinone. 2- [(3- (4- (2- ( 1 , 1-dimothylethyl) -6- ( trifluoromethyl) -4- 
pyrimidlnyl) -l-piperaiinyl] propyl] thiol (2B) -2-butenedlOBte (9CI) (ca 
INDEX NAMB) 



• x H2O 



CM 
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2001:730552 CAPLUS 
135:267256 

Use Of dopamine-D3 receptor ligands for the treatment 

of diseases of the central nervous system 

Starcl(, Dorothea/ Treiber, Hans Joerg; Unger. Lilians; 

Teschendorf, Hans- jucrgen; oross, Gerhard 

Basf A)(tiengesellschaft. Germany 

PCT Int. Appl., 57 pp. 

CODEN: PIXXD2 

Patent 

German 



RW: GH. CM, 



Al 

AL, AM, 

C2, DE, 

IL, IN, 

MA, MD, 

so. 81, SK 

ZW. AM, 

KB, LS. 



I DATE APPLICATION NO, DATE 

20011004 WO 2001-EP3411 20010326 < 

AT, AU, AZ, BA, DB, BO, BR, BY, BZ, CA, CH, CN, 

DK, DM. DZ, EE, ES, FI , OB, OD, OB, OH, CM, HR, 



DE, DK. ES, FI, FR, 
BJ, CP, CO. CI, CM, 



KR, KZ, 

MK, MN. MW, MX, MZ, NO, NZ, 

SL, TJ, TM. TR. TT, TZ, UA. 

AZ. BY, KO. KZ, MD. RU, TJ, TM 

SL. SZ. TZ. UO. ZH. 



LK, LR, LS, 
PL, PT, RO, RU, 
UO, US,' UZ. VN, 



BP 12721B7 

R: AT, BE, 
IE, SI, 
US 20030B7917 
PRIORITY APPLN. INFO. 



20030108 
CH, DE, DK, ES, FR, ' 
LT, LV, FI, RO, MK, 
Al 20030508 



EP 2001-923699 
I, OR, IT, LI, LU, NL, 
'. AL, TR 

US 2002-239828 

DE 2000-10015211 I 

HO 2001-EP3411 » 



20010326 <-- 



20020926 . 

20000327 

20010326 



OTHER SOURCB(S): MARPAT 135:267256 

AB The invention relates to the use of at least one compound of the general 
formula, L-D-B-G (L, o * aromatic, optionally heterocyclic groups, D « 

aliphntic 

or heteroaliph. link, B ■ 6-, 7-, e-membcred, saturated or unsatd, ring, bounc 
via the 1 position to D and via the 4 or 6 position to o, and having one 
or two nitrogen hcteroatoms) , for treating disorders of the central 
nervous system, and especially for treating psychiatric or neurol. disorders. 
The inventive compds. are especially useful in drug therapy. 
IT 364079*69-6 



Erich Leese 



r^N- 

^ ji— g- (CH2)3- 



Double bond geometry as shown. 
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CAPLUS COPYRIOHT 2007 ACS on STN 
2001:87101 CAPLUS 
134 :311176 

Design, synthesiB and binding properties of novel and 
selective S-HT3 and S-HT4 receptor Uganda 
Modica, Maria; Santagati, Maria; Oucciono, Salvatore; 
RusBO, Filippo; Cagnotto, Alfredo; Ooogan, Mara; 
Mennini. Tisiana 

Dipartimento di Scienze Farmaceutiche, universlta di 

Catania, Catania, 95125, Italy 

European Journal of Medicinal Chemistry (2000 

), 35(12), 106S-1079 

CODBNt EJMCAS; ISSN: 0223-5234 

Editions Scicntif iquea et Medicales Elsevier 

Journal 

English 

134:311176 



01 



<12/a4/2007> 



Brich Leese 



The synchesis and the binding tests on the 5-HT3 and S>HT4 receptors of 
new chienopyriiiiidopiperazine and piperazlnylacylaminodimethylthiophene 
derivs., in order to idencify potent and selective ligands Cor each 
receptor, is reported. The compound with higher affinity and selectivity 

for the 5-HT3 over the 5-HT4 receptor was the 3-amino-2- (4.benzyl-l- 
piper(izinyl) -5, 6-dimetiiyl-thieno[2, 3-dJpyrimidin-4 {3H) -one (5-HT3 Ki • 
3.92 nM, 6-HT4 not ftctive> , the compound with higher affinity and 
selectivity for the s-ilT4 over the 5-HT3 receptor was 2-|4-(4-(2'- 
pyrimidinyl) -l-piperazinyllbutanoylaminoj -4 , 5-ditnethyl-3- 
thiophenecarboxylic acid Et ester (I) (5-HT4 Ki • 81.3 nM, 5-HT3 not 
active) . conformational analyses were carried out on the compds . of the 
pipcrAzinylacylaminodimethylthiophene series taking I as the template. 
335275-09. 7P 

RL! BAC {Biological activity or effector, except adverse); BSU (Biological 
study, uticlaasi f led) ; SPN (Synthetic preparation); BIOL (Biological 
study); PREP (Preparation) 

(preparation and binding properties of novel and selective 5-HT3 and 5-HT4 
. receptor ligands) 
3 3 537S-09-? CAPLUS 

Thieno[2,3-d]pyrimidln-4 OH) -one. S-amlno-S, «-dioiethyl-2- ( [2- |4- (2- 
pyrlmidinyD'l-piperazinyl] ethyl] thiol- (9CI) ICA INDEX NAME) 



10/513699 

DOCUMENT TYPE: Journol 
LANOUAQB: English 

AB The observed S-HTlA and «1- adrenergic receptor (ui-AR) receptor 

binding properties of a series of 23 thlenopyrimidi nones were used to 
develop HASL 30-OSAR models. A single, low energy conCormer of the most 
active analog in the aeries, which was conaiscsnt with NMR structural 
studies, was chosen as a template mol. Allgnfflents ot all the nols. to the 
template were provided by an Ainber/MM2 superposition force field, in this 
manner, each mol. was represented by five sep. tow energy contormers which 
were subsequently used in the generation of HASL 3D-0SAR inodolB. Models 
derived from multiple conformers were found to exhibit enhanced 
predictivity compared to models -based on single, low energy contormers. 
In addition, the use of contour imaging of HASL multl-conf ormer model 
interactions was found to lead ce a more conststenc interpretation of 
those nol. features most significant for S>)IT1A receptor binding. 

IT t8S202-63>S 105202-78-2 165203-17-2 
185203-19-4 

RL: BAC (Biological activity or effector, except adverse)/ BSU (Biological 
study, unclassified); PRP (Properties); BIOU (Biological study) 

(3D-(}SAR using 'multiconf ormer ■ alignment t use of HASL in anal, of 

5-HTlA thienopyrimidinone Uganda) 

RN 18S202'63-S CAPLUS 

CN ThlenoU.3-d)pyrimidin-4 (ill) -one, S, 6-dimothyl-2- t (3> (2-pyrlmidlnyl) - 1- 
piperazinyl ] propyl 1 thlo] - (9CI) (CA IHDBX NAME) 
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19 THERE ARE 19 CITED REFERENCES AVAILABLE FOR THIS 
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CAPLUS COPYRIGHT 2007 ACS on STN 

20 00:696300 CAPLUS 
133 :3441S5 

3D-QSAR using "multiconforner* alignment: the use of 
HASL in the analysis of S-HTlA thienopyrimidinone 
ligands 

Gucci one, salvacore; Dowey)co, Arthur M.; Chen, 

Hongming; Barrctta, oloria Uccello/ Balzano, Pederica 

Oipartimento di Scicnze Parmaccut iche, . Unlversita di 

Catania. Catania, 1-95125, Italy 

Journal of Computer-Aided Molecular Design ( 

3000), 14(7), 647.SS7 ' " 

COOEN: JCAOBO; ISSNt 0920-6S4X 

Kluwer Academic Publishers 



RN 185202-78-2 CAPLUS 

CN U) BenzothlcnoU. 3-d) pyrlroidln-4 IIH) -one, S, fl. 7, a-tetrahydro-2- I [3- (4- (2- 
pyrimidinyl) •I'piperazinyllpropyl] thiol- {9CI) (CA INDEX NAME) 




ICHa)3 — N.^J 



RN 1SS203-17-2 CAPLUS 

CN Thieno|2,3-d]pyrimldin-4 (3H)-one. 3, S, «-trimethyl-3- 1 13- (4- (2-pyrimldinyl) • 
l>piperazinyl| propyl] thiol - (SCI) (CA INDEX NAME) 



<12/04/2007> 



Me II Me 




RN 185203-19-4 CAPLUS 

CN Thienot2,3-d)pyrimidin-4 (3H) -one, 3-amino-6, 6-dimethyl-2- { (3- (4-(2- 
pyrimidinyl) -l-piperasinyl]propyllthlo] - (9CZ) (CA INDEX NAME) 



288591-24-2 CAPLUS 

Thieno[3,3-dJpyrlroidin.4 (3H)-one, 3-amlno-3- 1 13- 14- (2.pyrimldinyl) -1- 
piperasinyllpropyllthio] * (9CI) (CA index name) 




3S THERE ARE 35 CITED RBrBRBNCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

CAPLUS COPYRIGHT 2007 ACS on STN 
2000:379673 CAPLUS 
133 ; 171775 

High potent and selective arylpiperozine derivatives 
OS ligands for the S-HTlA receptor 
Mcdica, Maria; Santogati, Maria/ Santagati. Andrea; 
Russo, Filippo; Cagnotto, Alfredo; Coegan, Mara; 
Mennini , Tiziana 

oipartimento di Scicnze Farmaceutlche, Universita di 
Catania, Catania. 95125, Italy 
Bioorganic 4 Medicinal chemistry Letters (2000 
), 10(10), 1019-1093 
CODENi BMCLBOf ISSNi 0960-S94X 
Elsevier Science Ltd. 
Journal 
English 

This paper reports the aynthesia of new aryl pipcrazinylalliylthiothienopyri 
midine and thiadiazole derivs. and their affinities for the 5-HTlA vs. the 
<ilA receptors. Most of Che arylpipcrazines show affinities values 
in the nnnomolar range for the S-HTlA receptor. One compound is highly 
potent (Ki 0.26nM, selectivity 28), two other derivs. are less potent, but 
highly selective (Ki 9.40 and 5,06nM, selectivity 207 and 73, resp.}. 
288S91-23-1P 288591-7.4-2? 

RLi BAC (Biological activity or effector, except adverse)/ BSU (Biological 

study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 

BIOL (Biological study); PREP (Preparation): USES (Uses) 

(preparation and properties ot arylpiperazlnylalltylthiothienopyrlmidlne i 
-thiadiasole derivs. and their potency and selectivity as ligands for 
the S-HTiA receptor) 

288S91-23-1 CAPLUa 

Thienol2.3-d]pyrimidln-4 (3K)-one, 3-amino-6-ethyl-a- [ (3- [4- (a -pyrimidinyl) - 
1-piperazinyllpropyl] thiol - (9CI) (CA INDEX name) 
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DE 1973S410 

TW 467912 

ZA 9807239 

IN 199eMA01S39 

CA 3301397 

HO 9909015 



1999:137124 CAPLUS 
130:182482 

a- 13- [4- {-tert-Butyl-6-trifluormethylpyrlmidin-4- 
yl>piperaBin«i•yllpropylthio]pyriraidin•4•ol Cumarate 
BIan)(, Stefan; starck, Dorothea/ Trelber, Hana-Joerg/ 
Koser, Stefan; schoefer, Dernd/ Thyea. Marco; Hoeger. 
Thomas 

BASF A.-O., Germany 
Ger. Of fen. , 4 pp. 

CODEN: GHXXBX 

Patent 
German 



DATE 



APPLICATION HO. 



AL, AU, BO, BR, 
LT. LV. MX. NO, 



19990218 

20011211 

20000214 

20050304 

19990225 

19990325 
BY, CA, CN, C2, OB 
NZ, PL, RO, RU, SO 



OB 1997-19735410 
TW 1998-87113230 
ZA 1998-7339 
IN 1998-MAie39 
CA 1998-2301297 
WO 199e-EPS178 

HR, HU. ID, 
SI, SK, TR, 



DATE 

19970814 < 

19980812 > 

19980813 • 

19980813 . 

19980814 . 
19980814 . 

IL. JP. KR, KZ, 
UA, US. AH. AZ, 



RN; AT. BE. CH, CY. DB, DX, BS, FI, FR, OB. OR. IB. IT, LU, MC, NL, 



PT, SB 
AU 989343fi 
AU 749575 
TR 200000406 
BP 100373S 

R: AT, BE, 
.IE, 81, 



A 19990308 AU 1998-93436 

B3 20020637 

T3 20000532 TR 3000-200000406 
Al 30000531 BP 1998-946343 

DB, OK, BS, FR, OB, OR, IT. LI. LU, NL, 

LV, FI, RO 



19980814 <- 



SB, MC, PT. 



<12/04/2007> 



Erich Leese 



<12/04/2007> 



Brich Leese 



BR 9811177 

NZ S0267S 

JP 2001515070 

HU 200003710 

IL. 134246 

MX 200001161 

BO 104122 

NO 20O0OOO66S 

NO 314935 

US 2001020022 

US 2002143179 

US 6466163 
PRIORITY APPUJ. INFO. : 



20000725 
20010629 
2001091S 
20011029 
20031110 
20001116 
20001130 
200D0210 
20030616 
20010906 
20021003 
20021126 



BR isae-iim 

NZ 1998-S02675 

JP 2000-509698 

HU 2000-3710 

Ih 199S-134246 

MX 2000-1161 

BO 2000>104123 

NO 2000-665 



DB 1997-19735410 
HO 1998-EPS178 
US 2000-485460 



19980814 
19980814 
19980814 
19980814 
19980814 
30000202 
20000203 
2DOO021O 



19970814 
19980814 
A2 20000210 



The title compound was prepared from the pyrlmldine, plperazlne.a nd 
chiouracil f ragmcncs . The fumarate had a half-life in IN HCI that was >S 
time* longer than that of the free base, indicating much greater stability 
to fltonach acid for the fumarate. 
220519-06-2P 

RLi Bsu (Biological study, unclassified); RCT (Reactant)/ 8PN (Synthetic 

preparation); TtiU (Therapeutic use)} BIOL (Biological study); PREP 

{Preparation); RACT (Reactant or reagent); uses (Uses) 

(preparation and acid stability of 2- I3- [4- (-t«rt'butyI-6- 

trif luormethylpyrlmldin-4-yl»piperasin-l-yHpropy.lthiol pyrimidin-4 -ol 

fumarate) 

220519-06-2 CAPLUS 

4 (1H> -Pyrimidinone. 2- C [3- U- [3- (1, l-dlcnethylethyl) -6- (trifluoromethyl) -4- 
pyrimidinyD-l-piperazinyl] propyl) thiol- (901) (CA IHDBX NAME) 



C-Bu 

-(CH2)3~H^ 



220519-07-3P 

RL: BSU (Diologicul Study, unclasa 1 f ied) / SPN (Synthetic preparation),- THU 
(Therapeutic uac) ; BIOL (Biological study); PRBP (Preparation)/ USES 
(Ubcb) 

(preparation and acid stability of 2- [3- (4 - (-tert-butyl-6- 
trif luorwethylpyrimidin-4 -yl ) piperazin- l-ylj propyl thiol pyriniidln-4-ol 
fumarate) 
220519-07-3 CAPLUS 

4 (IH) -Pyrimidinone, 2- ( [3- (4- (2- (1, i -dimethylethyl ) -6- (trif luoromethyl) -4- 
pyrimidinyl) -l-piperazinyl]propyllthiol -, (2B) -2-butenedioate (1:1) (9CI) 
(CA INDEX NAME) 

CM 1 



Double bond geometry as shown. 
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1997:80137 CAPLUS 
126:69742 

[ I (Arylpiporazinyl)aIKyl)thlo)thieno[2, 3- 
dlpyrimidinone Derivaciveo ns High-Affinity, Soloctivi 
S-HTIA Receptor Ligands 

Modica, Maria; Santagati, Maria; Ruaso. Plllppo; 
Parotci. LucB/ De oioia, Uicai selvaggini. Carlo; 
Salmona, Mario/ Mennini, Tizlana 

Dipartimento di Sclense Parmaceutlche. Universlta dl 

Catania, Catania, 95125, Italy 
Journal of Medicinal chemistry (1997), 
40(4). B74-Ea5 

COOBNi JMCMAR/ ISSN; 0022-2623 

Anerican Chemical Society 

Journal 

English 

[ ( <4-aryl-l-plperB2inyl)alkyllthio)thieno(2, 3-dlpyrimldin- 



4(l.H)-onQ and 3 -substituted 3- ( ( (4 -aryl- 1-piporazinyl ) alkyl] thiol thieno [3 , 
3-d]pyrimiclin-4 (3H) -one derive, wag prepared and evaluated Cor in vitro 
S-HTiA receptor affinity by radioligand binding asoays/ the oelectivity 
for S-HTlA receptors rather than ul-adrenoceptora was also examined 
(ratio of the IC50 ai to IC50 S-ilTiA) . The binding testa gave 
indications about the best features of the I (arylpiperazinyl)alkyl)thio 
moiety and of the substitucnts on the thiopheno and pyrimidinone rings for 
efficacious and selective S-HTlA ligands. The most effective derivative for 
displacing 13H) -B-OH-DPAT tron^ rat hippocampal membranes was 
3-amino-2- [ (3- (4- (2-methoxyphenyl ) - 1-piperazinyll propyl) thiol -S, 6- 
dlmcthylthieno[2,3-d]pyrimidln-4 (3H) -one (icso ■ 0.3 nM) with selectivity 
of 24 for the 5-htia over the ui-adrenoceptor . Another compound, 
where the 2-roethoxyphenyl on the N4 piperazine ring was replaced with a 
pyrimidine group, showed the best selectivity, with a ratio of 74, while 
its affinity ICSO for S-HTlA was 6.8 nH. The results showed the 
importance of an amino group in position 3 of the thienopyrimidtne system 
for the interaction with 5-l<TlA receptor binding sites. Although this 
fragment can affect the affinity and selectivity only If lln)ied to the 
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